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toe rounds wrichnient, I of 30 popls gave rm to mediated adherence of CDSN cells to the 

bindingpl^es whichtould beconnpetedby human leptin. cDNA clones picked randomly from thfe third mind 
were tr^sfected in pools of 10-20^, Individtol cSones ^erc CmMy idemifiea after breaking down one pool of 
10 that was scoring positive by panning. 
5 Sequence analysts reveakd s clone of approximately 5300 bp With an open reading fmte encoding 

a ptx)tem of 896 amiino acidSi Tlie sequence co^^ 

acid long signal peptide, 8 i 9 amino acid exfracel luiar domain, 2 1 aminp acid transmembrane domain and a short . 
34 atnino acid intracellular domain. The sequence was found to essentially coiiesfKind to the hunian OB 
receptor identified and isolated by Tartagiia c< a/.* jwpm, and i$ {deiltit;^ with a human receptor s^ucnce 
1 0 disclosed in copending applj^ation Serial No. 08/585,005 filed January i U 1 996. 

While the invention has been illustrated by way of examples, the scope of the inVemito is tot so 
limited. It will be undcrstoodttet toiJ^er inodifie^otis and variations are possible without diverting from the 
overall concept of ^ invention. Att such modifications are intended to be within the ^ope of the pj!«sem 
invention, 

15 All references cited riiroughout the specification, incjuding the exMptes, and the references cited 

therein are hereby expreissjy incorporated by reference. 
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SEQOTI?C]S JUXSTING 

(1) GEKfiRAL ISFOltMllTION; 

{i) APPLICAOTi Genentecb, inc, 

Frederic J, 
5 Levin, Nancy 

Vandlen, Richard X^. 

(ii) TITLE OF iNVfiimolsrc OB-J>rot«itt Derivatlyes 



(iii) NUMBSR OF SEQUENCES; 2 

(iv) COIIRESPONDBNCSI ADDRESS; 
10 (A) ADDRBSSK?i! (?6ti6ftt:eeh, Ino* 

{B> STREETi 460 Point Sau BrUTto Blvd 

(C) CITY; south San Fqr^^ci^Co 

{D) STAT^; California 

(S) COUNTRY s USA 
15 <F) ZlPi &40fi0 

(V) C0MP13TER READABLE FORM; 

(A) MEDIUM TYPE: 3.S inch, 1*44 Mb IXoppy 4iak 
{B) COHPlITERi IBM PC compatible 

20 .(D) SOFTWARE: WinPatin (Qenentech) 

CURRSNt APFLICATIOH DATA; 

(A) APPLICATION lOOMBSR: 

(B) FIWNG DATEt 19-Dec-1&$€ 
to CLASsmCATIOK; 

25 (vii) PRIOR AP^^LICATION DATA: 

(A> APPLICATION 1?DMBBR: OB/667184 
(a) FIUNG DATE^ 20-TON- l^S^ 

(Vii) rniOR APPIjXCATION DATAr 

(A) APPLICATION NUMBER: 08/579454 
30 (B) FILING DATE: 27-DEC-199S 



(^iia) ATTORNEY/AGENT INFORMATIONS 
(A) NAME: Dir«?ger, Gingsr R. 
{B) REGISTRATION NUMBER: 33,055 
(C) REFERENCE/DOCKET NUMBER; 985P2PCT 

35 (ix) TELECOMMUNICATION INFORMATION: 

(A) TELEPHONE: 415/225-3216 
m tELEFAX: 415/952-9881 
(C) TELEX: 910/371-71^8 



<2) INFORMATJON FOR SEO ID NO:ls 

40 (i> SfiOXJENCE CHARACTERISTICS: 

[A) LENGTH: 7127 base pairs 

(B) TYPE: lJ*Ucleic Afiid 
(CJ STRI^^EDNBSSs DQT*le 
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• {p} TOPOLOGY ; l.inear 
(Xi) SEQUENCE DESCRIPTION: SEQ ir> NOil: 



TTt!GA0CTdG';Ct:c(^^ ATTATTQACT AGTTATTAAT ASTAATCAAt SO 
TACGGQOTdA TTAGWCAtA CCCCATATAt GGA<OTCCQC :.<atTACATAAC. lO^)"' 
5 TTACGGTAAA TGGCCCGCCT GGCTGACCGC" CCAACGACCC CCGCCCATTG 150- 
ACGTCAATAA TGACGTATGT TCCOVTAGTA ACGCO^ATAG QGACMTCCA 200 . 
^l^TGACGTCAA:Tlto^ AACTGCCCAC TTGGCAGTAC 250" 

■ ': ATCRAGTGTA TCATATGCCA AGTACGCCCG CTATTGACGT CAATGAOGGT.. aOO.; : 
AAAT(3aCCCG CCTGGCATTA TCCCC^VGTAC Al^CiqiTAT: OGOACTT^fCC -iip "; 
10 TACTTGGCAG TACATCTACG tATTAGTCAT CGCTATTACC ATGGTGATGC 40a : 
GGTTTTGGCA qTAQA^TQAAT GGGCGTGGAT. ACCG^TrTGA CTC^^ 4 SO : 

. . TVKCAJttStC TCCACCCCAT TGACGTCAAT GOGAGTTTGT TO1*GGCACCA SOO 
AAATCAACGG GAdtttCCAA AATGTCGtAA: CAACTCq.G«?C: CCATTGAGGC .SS'O; y. 



60Q 



AAAI^'GisCGG' TAC*JC<3WtA 'CGGl^AGG tCTATATAA<5. CACSAGdrCGT: 
)5 TTAGTGAACC GTCAGATCGC CTGGAGAdGC CATCCACGCT GTTITQACCT 550 
.CCMAGAAGA CACCGGOI^C GATCCA^ CCGCGGCCGG GAACGGTGCA 700 
'■■ ■ [ T^GKaAAC^ dkwcCCCGT GCCAAGAGTG ACGTAAGTAC COCCTAtACA 750 
GTCTATAGGC CCACC0CC?rt ;<?<Sei:TCC3(TrA '^mfiQt:^T ^CTAOT • 

■ Qhfjiji^cifri ACATACGAtT tAGGTGACAC TATAGAATAA 850 
20 CATCCACTTT GCCTTTCTCT CCACAGGTGT GCACTCCdAG"CTCCRACTGC 9W ' 

/;AGCTCGGTTC ,f AtCGA-tATG CAtTGGGGAA CCCTGTGCGG ATTCTTGTGG 
CTTTGGCCCT ATCTTTTCTA TGTCCAAGCT jSirGK^CCATCC- AAAAAGTC l^P?.:. 
AGATGftraCC--AAA^ ATCAATGACA XOSO 

'•hl'dACACAC GCAGTCAGTC TCCTCCAAAC AGAAAGTCAC CGGT«GGAC 1100 
25 TXCATTCCTG GGCTCCACCC CATCCTGACTC TTATCCAAGA TGGACCAGAC ' IISO' 
' ACTGGCACTC TACCAACAGA TCqTCACCAG TATGCpttCC AGAAACGTGA IZ^^: 
TCCAAATATC - GflACdACCte . QAGAACCTCC ..qqfGATCtTCT -Tlbiimi^^ 

■ GCCtTCTCTA .AGftGCTCd^ GCCAGTGGCC TGGAGACCTT liftO;: 



WO9M4440 PCT/US96/207W 

{3<5ACAGCCT<3 CSSGGGTSTCC TOGAASCTtC A(3GCTA.CTCC ACAGAGGTOG 13 SO 
TC0CCCTC3AO OAGQCTOCAG GGGTCTCTGC AGG^kCATGCT GTGGCAGCTG 1400 
GACCTCAGCC CTGGGTGCGG GGTCACCGAC AftAACTCACA CATGOCCACC 14 
QTGCCCAGCA CCTGAACtCfc TdGGGGGACC GTCAGTCTTC CTCITTCCCCC 1500 
5 CAiUU^CCCAA GGACACCCTC ATGATCTCCC GGACCCCTGA GGTCACATGC IS 50 
GTGGTGOtaKS ACGTGAGCCA CGAAGACCCT GAGGTCAAGT TCAACTGGTA 1600 
C6TGGACGGC GTGGAGGtGC AtAATGCCAA GACAAAGCCG CGaGAGGJ^GC W$0 
AGTACAACAG CACGTACCGT GTGGTCAQCO TCCTCACCCSr- CCTSCACCAG 1700 
GACTGGGTGA ATGGCAAGGA GTACAAGTOC AAGGTCTCCA ACAAAGCCCT 1750 
}0 CCCAGCCCqC ATCGAGAAAA CCATCTCCAA AGCCAAAGGG CAGCCCCGAG IBOD 
AACGACAGGT GtAC^CCWG CCCCCATCOC GGGAAGAGAT GACCAAGAAC 1850 
CAGGTCAGCC TGACCTGCCT GGTCAftAffGC TTCTATCCCA GCGACAtC<3£G 1900 
C0TOGAGTG6 GA^tLtt^Q GGGAGC0G6A GAACAACTAC AAGACCAC<3C 1^50 
CTCCCGTGCT GGACTCCGAC GGCTCCTTCT TCCTCTACAG CAAGCTCACC 2000 
15 GTGGACAAGA GCAGGTOqCA GCAGGGGAAG GTCTTCTCAT GCtCCGTGAT 2050 
GdATOAGGCT CTGCACAACC ACtACACGCA GAAGAGCCTC TCCCTGTCTG 2100 
CGGGTAAATG AGMCGACGG tXTCTAiSAGTC- GACCTQCAaA AGCT1?<?TAGA 2lS0 
GTCGACCTGC AGAAGCTTGG CCGCCATGGC CCAACTtGtT mrTGCAGCT 220 0 
TATAATGGTr ACAAATAAAG CAATAGCATC ACAAATTtCA CAAATAAAGG" 
20 AOTtTTtTCA CTQCATTCTA GTTGTG6TTT QTCCAAACTC ATCAATGTAt 2300 
CTTATCATGT CTGGAtCGAT CGGOIAATTAA TrCCK3C<3CAG CACCATGGCC 2350 
TGJy^TAACC TdTGAAACAS GAACTt<SGOT AGGTACCTTC TGAGGCGGAA 24 00 
AGAACCAGCT GTGGAATGTG TGTCAGTTAG GGTGTGGAAA GTCCiCCAGGC 2<LS<* 
TCCCCAGCAG GCAGAAGTAT GCAAAGCATG CATCTCAATT AGTCAGCAAC 2 500 
25 CAGGTGTGGA AAGTCCCCAG GCTCCCCAGG AGGCAGAAGT ATGCAAAGCA 25S0 
TGCATCTCAA TTASTCA<3CA A^^OVTAGTCC -CGCCdCtiAC TCGGCCCATC 2600 
CCGCCCCm CirtiCGCCGAG TTCCGCCCAT TCTCCGCCCC ATGGCTGACT 2650 
AArrTTTTTT ATTTATGCAG AGGCCGAGGC CGCCTCGGCC TCTGAGCTAT 2700 
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TCCAGAAGTA GTGAGGftGGC TtTtmSGM- GCCTAGGCTT TTGCAAAAAG 2tB0 
CtOTTfiATTC GAACACGCAG ATGCAGTCGG GGCGGCGCGG TCCCAGGTCC 2800 
ACtrCGCATA TTAAOGTGAC QCGTGTGGCC TCGAACACCG AGCGACCCTG ■ 203 6 
CAGCGACCCG CTTAACAGCG TCAACAGCGT GCC6CAGATC TGATCAAGAG 2900 
5 ACAGGATGAG GATCGTTTCG CATGATTGAA CAAGATGGAT TGCACGCAGG ?5!50 
'prCTCCGGCC GClM<5<SrGG AGAGGCTATT CGtSICTATGAC TGGQCACAAC 300& 
AOACAATCGG CTGCTCTGAT GCCGCCGTGT TCCGGCTGTC AGCGCAGGGG 3050 
CGCCCGGTTC TTTTTGTCAA 6ACGQACCTG TCCGGtCCCG TGAATGAACT 3100 
GCAGGACGAG GCACCGCGGC TATCGTGGCT GGCCACGACG GGCGtrCCTT 3150 
10 GCGC3VGCTGT GCTCGACGTT Gl*(iACTGAAG CQGGAAGG^ CTGGCTGCTA ll^Ot) 
WGGGCGAAG TGCGGGGGCA GGATCTCCTG TClAtCtCACC TTGCTCCTGC 22 SO 
CGAGAAAGTA TCCATCATGG CTGATGCAAt -dCfeGCGGCTG CAtACGCTTG 33<yQ- 
ATCCGGCTAC CTGCCCATTC GACCACCAAG CGAAACATCG CATCGAGCGA 33 SO 
GCACGTACTC GGATGGAAGC CGGtCTTGTC GATCAGGATa ATCTGOACOA 3400 
IS AIJAjGCATCAG GGGCTCCC^d CAGCCGAACT GTTCGCCAGG CTCAAG^JCGC 34S0 
GCATGCCCGA CGGCGAGGAT CTCGTCGTGA CCCATGGCGA TGCCTGCTTG 350O 
CCGAATAtCA TOGTGGAAAA TGGCCGCTTT TCTOCSAWCJ^ TCXSACTGTOQ 3550 
CCGGCTGGGT GTGGCGGACC GCTATCAGGA CATAGCGTTG GCTACCCGTG 3600 
ATATTGCTGA AGWSCTTOGC GGCGAATQGG CtGACCGCTT CCTCGTGCTT 3650 
20 ITACGGTATCG CCGCTCCCGA TTCGCAGCGC ATCGCCTTCT ATCGCCTTCT 3700 
TGACGAGTTC! TtCTOAGCGG GACTCTGGQG TTCaARATQA CCJGACCAAGC 3750 
GACGCCCAAC CTGCCATCAC GAGAOTTCGA TTGCACCGCC GCCTTCTATG 3060 
AAAGGTtGGG CTTCGQAATC GTTTTCCGGG ACGCCGGCTG GATGATCCTC 3850 
CAGCGCGGGG ATdttATGCT GGAGTTCTTC GCCCACCCCG GGAGATGGGG 2 BOO 
25 GAGGCTAACT GAAACACGGA AGGAGACAAT ACCGGAAQGA ACCCGCOCtA 3&50 
TGACGGCAAT AAAAAGACAG AAT^UIAACGC ACG<S<JtG'rTG (^TCOTTTCT 4000 
TCATAAACGC GGGGTTCGGT CGCAGGGCTG GCACTCTGTC GATACCCCAC 405Q 
CGAGACCCCA TTGGGGCCAA TACGCCCGCG TTTCTTCCTT TTCCCCACCC 4100 
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CAACCCCCAA ettCCSOGTGA AG<3GCCAGCEG CTCGCASCCA JiCG^CGGOf^C 4150 
OOCAAGCCCG QCAtMCChC GGQCGCCGTO GGTTAGGGAC QGGOTCCCCC 42 DO 
ATGGGGAATG GTTTATGOTT CGTGGGGGOT ATTCTTTTGG GCQTXGCGTG 4250 
GGGTCAGGTC CACGACTGGA CTGAGCAGAC AGACCCATGG TTTTTGGATG 4300 
5 ■ GCCTGGGCAT OGACCGCATG TACTGGCGCG ACACGAACAC CGGGCGTCTG 4350 
TGGCTSCCAft ACACeCCCQA CqCCCAft^AA CCACCGCGCG GATTTCXGGC 4400 
GOCGGtXGAC GAACTAAACC TGACTACGGC ATCTCTGCCC CTTCTt<5GdT 4456 
GGTAGGAGGA GCGCTTTTGT TTTdTATtGG TCACCACJGGC CGAGTTTCCG 4500 
CGGOACCCCG GCCAGGGCAC CTGTCCTACG AGTTGCATGA TAAAGAAGAC 4SS0 
10 AGTCATAAGT GCGGCGACGA XAOTCATGCC CCGCGCfCCAC CGG?yAGGAGC 4600 
T'Gl^TGGaTT GAAfiKSMCTC AAGGGCATCfG GTCGAGCGGC CGCATCAAAQ 4S50 
■ CAACCATAGT ACGCGCCCTG TAGCGGCGCA TTAAGCGCGG CGQGTGTGGT 4700 
GGTtACGCGO AGOSTGACCO CTACACTTGC CAQCGCCCTA GCQCCSCGdtC 4TfS0 
CTTTCGCTTT CTTCCCTTCC TTTCTCGCCA CGTTCGCCGG CTTTCCCCGT 4800 
15 CAAGCTCTAA ATCGGGJSGCT CCCTWAGGG TTCCGATTTA GTGCTTTAqG 48S0 
GCACCTCGAC CCCAAATU^C TTGATTTGGG MATGGTTCA CGTAGTGGGC 4900 
CATCGCCCTG ATAGACGGTT TTTCGeCCTT TGACGTTGGA Gtd'dAdGTTC 4&S0 
TTTAATAGTG GACtCTTOTt tfCAAACTGGA ACAACACTCA ACCCTATCTC SO 00 
OGGCTATTCT TTTGATTTAi: AAGGGATTTT GCCGATTTCG GCCTATTGGT 5050 
20 TAAAAAATCA QCtQhTTV^ CAAAAATTTA ACGCGAATTT tAACAAAATA SXOO 
:-Xv: : :■: itTAACGTTTA- CAATTTTATO^ 

AGGTTAAtdt CATGAtAAJtA AtGGTTTCrr AGACGTCAaG TGGiCA<?rTTT ?200 
CGGGGAAATG TGCGCGGAAC CCCTATtTGT tTATtTTTCT AAATACATTC 5250 
AAATATGTAT CCGCTCATGA GACAATAACC CT(3ATAAAT6 CTTCAAI^AAT 5300 
■ : 2S:- : AWGAAftAAG^ GAAGASTATG ■ : AGTATTCAAC ; ATTTeCGTGT : GGGGCTTATT : ■ 53 S 0 : 
CCCTTTTTTG CGGCAtTtTdi CCTTCCTGW WTGCTGACC CASAAAOTCT 540P 
(SCSTGAAAGTA AAAGATGCTG AAGATCAGTT GGGTOiSftQSA GtGGGTTACA 5450 
TCGAACTGGA TCTCAACAQC GGTAAGATCC TTGAGAGTTT tCGCCCCGAA &S00 
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GAACGTO^TTC trAATGAf<SA<S CACTTCTAAA. GtTCTGCTAT GTGGCGCGGT SSSO 
ATTATCCCGT GATGACGCCG GSCAAGAGCA ACTCGGtCGC CGCATACACT S600 
ATTCTCAGAA TOACTTOGTT 3GAGTAC?rCi^C CAGTCAdAGA AAAGCATCT? 5S50 
ACGGATGGCA TGACAGTAAG AGAATTATGC AGTGCTGCCA TAACCATGAG 570O 
5 T^GATAACACT GCGGCCAACT TACTTCTGAC A?lCGAtCGGA GGACCGAAGG 5750 
AGCTAACCGC TTTTTtGCAC AACATGOGGG ATCATGIAAC TCGCCTTGAT S800 
CGTTGGGAAC CGGAGCTCAA tOAAGCCATA CCAAACGACG AGCGTGACAC 5850 
CACGATOCCA GCAGCAATGQ CAACAAC6W iGCGCAIsAdTA TTAACTGGCG 5900 
AACTACTTAC TCTAGCTTCC CGGCA^CAAT TAATAGACTG GATGGAGGCG 5$S^> 
10 OATAAAGWa .CAtaSACdACT TCO^aCGCTCG GCCCWCCGG CTGGCTGGXT 15000 
TATTGCTGAT AAATCTGGAG CCGGTGAGCG TGGGTCTCGC GGtAtCATTG €050 
: : : : ;cAGCAGTGG«G': GCCW^TQGT. :a^ 

ACiW^GGAOTC AGGCAACTAT GGATGAACGA AATAQACAGA TCGCTGAGAT 6150 
AGGTGCCTCA CTGATTAAGC AMGGTAACt GTCAGACCAA GTTTACTCAT 6200 
15 ATATACTTTA GATTGATTTA AAACTTCATT TTTAATTTAA AAGGATCTAG 6250 

V GTGAAGATCe : TCTirTGATAA: ^TC^CATGAC^ 
:■: : :;: : vitTCGTTCCAC' TGAGCOT<^ 

GAGATCCtTf WrtCTGCGC OtAAtet'GCT GCTTGCW^C AAAAARACCA 6400 
CqGCTACCAG CGGTGGTTTG TTTGCCGGAT CAAGAGCTAC CAACTCTTTT 6450 
20 TCCGAAGGTA ACTGGCTTCA GCAGAGCGCA GATACCA?VAT ACTGtCCTTC 6500 
tAGTGTAGCC GTAGTTAGGC CACCACTTCA AGAACTCTGT AGCACCGCXJT 6550 
AGATACSCtCSG CTCTGCtAAT CCMTTACCA GTGGCTGCTG CCAGTGGCGA 6600 
TAAGTCGTGT CTTACGGGGT TGGACTCAAG ACGATAGTTA CCGGAtAAGG 6650 
CGCAGCGGTC GGGCTGAACG GGGGGTTCGT GCACACAGCC CAGCTTaOAG 6700 
25 CGAACGACCT ACACCGAACT GAGATACGTA CAGCGTOAGC ATTGAGAAftS 6750 
COCCAGGCTT CCCGAAGGQA OAAA^GCGGA OWSGTAtCCG GTAAGCGGCA ^WO 
GGGTCGGAAC AGGAGAGCGC ACGAGGGAGC TTCCAGGGGG AAACGCCTGG 68S0 
TATCTTTATA GTCCTGTCGG. GmCGCCAC CtCTOACTTG AGCGTCGATT 6900 
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^TTGt(SAl*GC TCCSTCAGGGG GGCGGAGCCT AtGCSAAAAAC GCCAGCTOGC 6950 

ACGACAfiGW TCCCGACTOfG AAAGCGGGCIV GTGAGCGCAA CGCAIITTAAT 7000 

GTGAGTTACC TCACTCATtA GGCACCCCAG GCTTOACACT TtMGCTfCC" 7050 

GGCTCGTAtG TTGTGTGGAA TTGTGAGCGG ATAACAATtT CACACAGSAA 7100 

5 ACAGCTATGA CCAl'GATTAC GAATTAA 7127 

(2) INPG^eWTXOBf 3P0R SEO ^^D N0:2l: 

(i) SBQtJENCE CHARACTERISTICS: 
(A) LENGTH: 397 amino aci<i£i 
CB) TYPEj Ainiuo Acid 

^xi) SEQUENCE DfiSCRXmON: $EQ ID NO;2; 
MQt His ^rp Gly Thr Leu Cys Gly E'hts jj^tl Ttj? Lfiu Tirp *»ro Tyr 

Leii Phe TyK Val Gin Ala VaX Pro lie Gli> I^yp Val Gin Asp Asp 
15 20 25 3.0 

T%r Lys Thr Leu He Lys Thr Il« V^l "Thr Arg life Asn Asp tie 
35 40 45 

Ser His Thr Gin Ser V^l Ser. SftJTv Ly$ Lys Val Thr Gly Leu 
BO 5S 60 

20 ASP Phe lie Pro Gly Leu His Pro He Leu Thr Leu Ser Lys Met 

65 . TO 7S 

ASP Gin Thr Leu Ala va Ty*^ 6ln <3la lie Leu Thr Ser M^t Pro 
80 BS . SO 

Ser Ar^ Asft Val lie Gin |le Ser Asn Asp Leu Glu AsA Leu Arg 
35 &S 100 ' 105 

Asp Leu Leu His Val Leu Ala Phe Ser Lys Ser cys Hia Leu ^ro 
1X0 lis 120 

Typ Ala Ser Gly Leu Glu Thr Leu Asp Ser Leu Gly Gly Val Leu 
125 13D 

30 Glu Al^ ser Gly Tyr Ser Thr Glu V^l V^l Ala Leu Ser Arg Leu 

140 1^5 ISO 

Gin Gly ser Leu Gin Asp Met Leu Trp Gin Leu Asp Leu Ser Pro 
ISS IBO 

G]^y cys Gly val Thr Asp Lys Thr His Thr Cys Pro Pro Cys Pro 
35 . 170 17S 

Ala pro Glu lieu Leu Gly Gly Pro Ser VAX Phe Leu Phe Pro P5ro 
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185 ISO 19B 

hys Fr6 Jjy^ ASp Thr Leu Met He Ser Arg Thr ?xo Olu Val Thr 
2D0 205 210 

cys Val Val Val Aep Val Ser His Glu Asp Prp Glu Val Ly^ Phe 
5 215 220 525 

A»n T3^J> Tyt Val Aatp t3Xy Vai Glu Val His Asn Ala I-ys Thr hys 

2^0 235 240 

Pro Arg Qlu aXu Gin Tyr Asn Ser Thr Tyr Ar^ Val Val Ser VaX 
MB ■ ■ 250 . 25& 

10 hBu Thr Val Leu His Gin Asp Trp Leu Asn Gly Lys Glu Tyr Lys 

260 aw 270 

CyB hy$ V^l sW Asn Lys Ala Leu- Pro Ala Pro He Glu Lys Thr 
215 290 285 

He Ser Ly^ Lyi <3iy Gin Arg Glu Pro Gin Val Tyr Thr 
15 200 ■ 295 300 

Leu Pto Pro ser Arg Glu Glu Met Thr Lys A»n Gin Val Ser Leu 
305 310 315 

Thr cys Leu Val Lys Gly Phe Tyr Fro ser Asp He Ala val Glu 
3:^0 32S 330 

20 Trp Glu ser Asn Gly Gin pro GlU k$n ^eit tyr Lys thr Thr Pro 

33S H<5 

Pro Val Leu A3p S^r Asp Gly ser Phe Phe IjCu Tyr Ser Lys Leu 
3S0 3S5 360 

Thr Val Asp Lyg iSer Arg Gin Gin Gly Asn Val Phe Ser Cys 
25 3€5 370 37S 

Ser Val Met -M^ CJlu Ala Leu His Asn His Tyr Thr Gin Lye Ser 
iB<^ 3^5 390 

Leu Ser Lea Ser Pro Gly Lya 
39S 397 
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CLAIMS; 

1. A long half-life derivative of an OB protein retaining.a biological progeny of ? native OB 

protein. 

2. The long half life derivative of claim I capable of redueing body weight aiid/6r food 

5 intake in m individual treated. 

3. The dcri^^ive of cto J «hich is a derivative of a native fcu^aft OB protein^ 

4. thcierivativc of claim 1 which is an OB-immunoglobulin chimera. 

5. The derivative of elaim 1 which i^ a nati\^ OB protein or ^ 0&-irtitttunoglobulm ciamera 
modified with a nonproteinaceous polymer. 

,Q •nie.derivBtive of claim 4 wherein the nonproteinaceous polymer is polyethylene glycol 

(PEG), 

7. A composition for the treatment of a condition associated with the abnormal expression or 
fiinctioa of the OS gene, or for elicifmg a biological response mediated by an OB receptor, comprising an 
effective amount of an OB derivative of claim \. 
15 The composition of claim 7 effective for weight and/or appetite redottiofi. 

9, The compo$ttian of claim 7 effective in the raducttdn 6f elevated insulin levels, 

10. A raefliod for the treatment of a condition associated with the abnormal expression or 
function of the OB gene, pr for ciicitiiig a biological r^oiise tftfeajated by> OB rcceptor^comprisiftg 
administering to an mcbvidMa! to betrestf^dadeHvative of claim 1. 

20 IK The method of claim 1 0 wherein the conditi^^to be treated seiectei from the group 

consisting of Dbcsity, bulemia, *td Typt I or il diabetes. 

11 A raettjodlbrindiicmg weight l<iss or appetite loss is a subject, comprising administering 
to said subject an effective amount of a derivative of claim 1 . 

13 . A chimeric polypeptide comprising an OB protein amino acid sequence capable of 
25 binduig to a native OB receptor, linked to an immunoglobulin sCQuej^ce. 

14. The chimeric polypeptide Of claim U wherein said immunoglobulin sequence is a 
constant domain sequence. 

15. The cMmefic (rt)lypcptide of claim 14 wherein said OB protein is human. 

1 $. Ue chimeric polypeptide of claim 15 wherein two OB poiypeplide»IgG heavy chAin 
30 fusions are linkcdio each olherby St Im^ne (Bsnlfide bond to yield ^ homodimerfc immunoglobulin-like 

17. The chimeric polypeptide of claim 16 wherein at least one of satd OB polypeptide-JgG 
heavy chain fusions is associated with an immunoglobtilin light chain. 

\ 8. An isolated nucleic acid sequence encoding an OB protem-immunoglobulin fusion. 
35 19, A repUcable cKpression vector comprismg the nucleic acid of claim IS. 

20. A host cell firansf<Sfmed wih the repUcable expressiot* Vectw of claim 19, 
2) . A process comprising culturing the host cells of claim 1 6 so as to express the nucleic acid 
encoding an OB protein-immunogiobulin fusion. 
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22. The process of claim 2 ) wherein mi ho&t m <JOtr ansformed with nucleic acid 
: oitodtiig at least two OB protem-immunoglobuhn fusions* 

23* The process of claim 22 wherein said cells are further transfotmed with naclctc acid 
encp^Oig at least one immurioglobuiin light chain. 
. 5 . 24. A method of treating a condition associated with the abnonnal expression or iimction of ' ' 

the OB ^ene or for eliciting a biological response mediated by un OB receptor comprisiiig administeriJlg to a 
patJ«ftt a therapeutically effective amount of the chteterfc polypeptide of claim 13 . 

ol>e5ity4 bttlemia and type 1 or U diabet^. 
10 26. A compc^idon for the ti«atinent of obesi^ comprising an effect! 

: polypipiidKof clato ia> iis*t«&tioii wiift a plfatthacift^ cfimer. 

27. A method for inducing the growth of cells expressing an OB receptor comprising 
contacting said cells with the.OB dwi^ : : 
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